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IN THE CT.ATMS 

This listing of claims will replace all prior versions, and listings, of claims in 
the application: 
Listing of Claims: 

1 . (currently amended) A method of treating a mammalian subject to inhibit 
restenosis of a blood vessel, comprising the step of: 

administering to a mammalian subject in need of treallment to inhibit 
restenosis of a blood vessel a composition comprising a polynucleotide, 

wherein said composition is administered locally at the site in need of 
treatment to inhibit restenosis, 

wherein said polynucleotide comprises a nucleotide sequence that encodes a 
vascular endothelial growth factor C (VEGF-C) polypeptide operalively linked to a promote! 
to promote expression of the VEGF-C polypeptide in cells of the blood vessel, 

wherein the VEGF-C polypeptide comp rises an ami™ anH se quence selected 
from the group consisting of. 

(a) the amino acid sequence of SEP ID NO: 2: 

flfl analogs of (&) in which from 1 to 21 amino iacids have been added, 

deleted, or repla ced with ot h er amino acids, wherein the analogs bind to and arimpiat* 

phosphorylation of VEGFR-2 or VEGFR-3; and 

fel fragments of (a) or (b \ wherein the fragments bind to and stimulate 

phosphorylati on of VEGFR-2 or VBGFR-3, and 

wherein expression of said VEGF-C polypeptide in said blood vessel cells 
inhibits restenosis of said blood vessel. 



2. (original) A method according to claim 1 wherein said mammalian subject 

is human. 



3. (original) A method according to claim 2 wherein said VEGF-C 
polypeptide comprises ajnammalian JVEGFcC 
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4. (original) A method according to claim 2 wherein said VI iGF-C 
polypeptide comprises a human VEGF-C. 



5. (original) A method according to claim 2 wherein said VKGF-C 
polypeptide comprises an amino acid sequence comprising a continuous portion of SEQ ID 
NO: 2, said continuous portion having, as its amino terminus, an amino acid selected fiom the 
group consisting of positions 30-131 of SEQ ID NO: 2, and having, {is its caiboxyl terminus, 
an amino acid selected from the group consisting of positions 21 1 to 419 of SEQ ID NO: 2. 

6. (original) A method according to claim 5 wherein Said polynucleotide 
further comprises a nucleotide sequence encoding a secretory signal peptide, and wherein the 
sequence encoding the secretory signal peptide is connected in-frame with the sequence that 
encodes the VEGF-C polypeptide, 

7. (original) A method according to claim 6 wherein said polynucleotide lacks 
a nucleotide sequence encoding amino acids 228-419 of SEQ ID NO: 2. 



8. (original) A method according to claim 7 wherein $aid polynucleotide lacks 
a nucleotide sequence encoding amino acids 32-102 of SEQ ID NO: 2. 

i 



' 9. (canceled) 

1 0. (previously presented) A method according to claim 1 wherein the 
polynucleotide further comprises a polyadenylation sequence operably connected to the 
sequence that encodes the VEGF-C polypeptide. 



1 1 . (original) A method according to claim 2 wherein the composition further 
comprises a ^phannaceutically acceptable carrier.- - 
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12. (original) A method according to claim 2 whereiia the composition 
comprises a gene therapy vector, said gene therapy vector comprising said polynucleotide. 

13. (previously presented) A method according to claim 12 wherein said 
vector comprises a replication-deficient adenovirus, said adenovirus comprising the 
polynucleotide operably connected to the promoter and flanked by adenoviral polynucleotide 
sequences. 



14. (previously presented) A method according to claim 2 wherein said 
adininistering comprises at least one intravascular injection of said composition. 

1 5. (previously presented) A method according to claim 2 wherein said 
administering comprises a catheter-mediated transfer of said composition into a blood vessel 
of the mammalian subject. 



16. (original) A method according to claim 15 wherein said catheter-mediated 
gene transfer comprises introducing a catheter into a coronary artery of the mammalian 
subject, and releasing the composition into the coronary artery. 



17. (original) A method according to claim 2 wherein Said administering is 
conducted in said human concurrently with a percutaneous transluminal coronary 
angioplasty. 
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1 8. (currently amended) A treatment to inhibit restenosis of a blood vessel in 
a human, comprising delivering a replication-deficient adenovirus vector to the vessel, said 
vector comprising a polynucleotide encoding a VEGF-C polypeptide, and further comprising 
a promoter sequence to promote expression of the VEGF-C polypeptide in cells of the blood 
vessel, wherein expression of said VEGF-C polypeptide in said blood vessel cells inhibits 
restenosis of the blood vessel, and 

wherein the VEGF -C polypeptide comprises an amino acid sequence selected 
from the group consisting of: 

(a) the ami no acid sequence of SEP ID NO: 2; 

fb) analogs of fa) in whic h from I to 21 amino acids have been added. 

deleted, or replaced with other amino acids, wherein the analogs bind to and stimulate 
Phosphorylation Of VEGFR-2 or VEGFR-3: and 

fcl fragmen ts of fa) or (V), wherein the fragments bind to and stimulate 

phosphorylation of VEGFR-2 or VEGFR-3. 

19-21, (canceled) 

22. (currently amended) An improvement in a medical device designed to 
contact a surface of a blood vessel in the course of surgery to treat stenosis of the blood 
vessel, said improvement comprising integrating into the device a composition effective to 
prevent restenosis, said composition comprising at least one - onti roGtOnosis -a g e nt s e l e cted 
from the group consisting of a VEGF-C polynucleotide operatively linked to a promoter that 
promotes expression of a.VEGF<] polypeptide encoded bv the polynucleotid e in cells of 
blood vessels, and a VECF D poljuuolootido opsrativoly linked to a promoter that promotes 
e xpr e aaion of VEGF t) in c e lls of blood vessel 

wherein the VEGF-C polypeptide compri ses an amin o acid sequence selected 
from the group consisting of: 

fa) the ami no acid sequence of SEP ID NO: 2: 

(b) analogs of (a) in which from 1 t n 21 aminn aHHg l^ ave been added. 

_ - — deleted or replace d with other amino-acids.-wherein the analogs-bind to and stimulate ~ ~~ 
phosphorylation of VEGFR-2 or VEGFR-3: and 

ftfl fragme nts of fa> or (b\ wherein the fragments bind to and stimulate 

phosphorylation of VEGFR-2 or VEGFR-3. 
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23. (original) The improvement of claim 22, wherein the device is selected 
from the group consisting of intravascular stents, intravascular catheters, and combinations 
thereof. 



24. (original) The improvement of claim 22, wherein the device comprises an 
extravascular collar. 

25. (original) The improvement of claim 22, wherein the device comprises an 
elastotoeric membrane adapted to cover a surface of an intravascular stent or catheter. 

26. (currently amended) A medical device comprising an endovascular stent 
having an outer surface for Contacting a surface of a blood vessel, and a composition on Said 
surface, said composition comprising at loaot one anti restenosis agon* ooloctud from tho 
group oonsiating of a VBGF-C polynucleotide operatively linked to apromoter that promotes 
expression of VEGF-C polypeptide encoded bvthe polynucleotide in.cells of blood vessels 
and a VEQF D polynuolcotidQ opcrativoly linked to a promoter that promote. '! ojeproosion of 
VEGF D polypeptide in - cells of blood v e osolo. a 

wherein the VEGF-C polypeptide comprises an avninn.ai^ se quence selected 
from the group consisting of: 

(a) the amino acid sequence of SEP ID NO: 2: 

fo> analogs of fa) in whic h from 1 to 21 amino acids have been added. 

deleted, or replaced with o ther amino acids, wherein the analogs b ind to and s timulate 
Phosphorylation of VEGFR-2 or VHGPR-3: and 

fc) fragments of fa) or ( b\ wherein the fragments bind lo and stimulate 

Phosphorylation of VEGFR-2 or VEGFR-3. 
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27. (currently amended) Amedical device comprising a cat! ieter having an 
outer surface for contacting a surface of a blood vessel, and a composition on said surface, 
said composition comprising at loast one member aoloctcd from the group conaiGtuig of a 

1 VEGF-C polynucleotide operatively linked to a promoter that promotes expression of VEGF- 

C polypeptide encoded bv t he polynucleotide in cells of blood vessete and a VEGF-© 

i polynuolcotido opcrativoly linked to a promotor that promotes oxpreoa i on of VE G F D 

polypoptidcin coUg of blood vcoaolG. , 

Wherein the VEGF-C poly peptide compri ses an aminrt ar.iH sequence selected 
from the group consisting of: 

(a) the amino acid sequence of SEP ID NO: 2; 

0>) analogs of (a> in which f rom 1 to 21 amino acids have been added, 

deleted, or replaced with other amino acid s, wherein the analogs bind to and stimulate 
Phosphoryla tion of VEGFR-2 or VF.GFR-'V 

ftfl fragments offal or (b \ wherein the' fragments hind to and stimulate 

phosphoryla tion ofVP.flFR-2 or VEGFR-3, 

28. (currently amended) A medical device comprising! a balloon catheter 
having a void for holding a therapeutic agent for delivery to the interior of a blood vessel, and 
a composition contained in the void, the composition comprising atlooct one ami restenosis 
agent selected from the group conflicting of a VEGF-C polynucleotide operatively linked to a 
promoter that promotes expression of VEGF-C polypeptide encoded bv the polynucleotide in 
cells of blood vessels and a VEGF D polynuolootido oporativoly linlccd -te-a^ romotcr that 
promotoa oxpreasion of VEGF D polypoptid e in oolls of blood vessels^ 

wherein the VEG F-C polypeptide compris es an aminn aroH cp< .iuence selected 
from the group consisting of: 

(a) the amino acid sequence ofSEQ ID NO: 2: 

fl>) analogs of (ti in whi ch from 1 to 21 amino acids ha ve, been aHHpH t 

deleted, or replaced with other amino ac ids, wherein the analogs bind to and s timulate. 
Phosphorylation of VEGFR-2 or VEGFR-T- and 

fc) fragments of (a) or f b). wherein the fragments bind ( o and stimulate 

phosphoryl ation of VEGFR-2 or VF.GFR-1 
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29. (currently amended) A kit for treating restenosis comprising a container 
holding at least one anti rcstonocio ag e nt Golactcd from tho group ooaoiotiufi ©fa VEGF-C 
polynucleotide operatively linked to a promoter that promotes expression of a VEGF-C 
polypeptide encoded bv the polynucleotide in cells of blood vessels aada-VEGF D 
polynucleotide opor c itivoly linked to a promoter that promotes cxproCGion of 3> ^EGF D in oolls 
» f blood v q cooIo; and a labol attaohod to or paclcagcd with tho container, tho lobol d e scribin g 
Hs e of th e agant for inhibition of rostonosis of a blood vcaool. s 

wherein the VEGF-C pol ypeptide comprises an amine acid suqiience selected 
from the group consisting of: 

<a> the fMniti o acid sequence of SEP ID NO: 2: 

analogs offal in whi ch from 1 to 21 amino , acids have been added, 

■deleted, or replaced with other amino acids, wherein the analogs bind to and stimulate 
Phosphorylation of VEGFR-2 or VFGFR-3; and 

fc) fragments of (z) or (b\ wherein the fragments bind to and stimulate 

phosphorylation of VEGFR-2 or VBGFR-3: and further comprising a medial device selected 
from the group consisting of: intravascul ar stents, intravascular catheters. exirftvasr.iilar 
collars, and membranes adapted to cove r a surface of an intravascular stent or catheter. 

30. (canceled). 

3 1 . (currently amended) A kit according to claim [[30J] 22, further 
comprising a carrier substance for delivery of the agent to the lumenal wall oFa vessel. 

32. (previously presented) A kit according to claim 3 1> wherein the carrier is 
selected from the group consisting of a hydrogel polymer and microparticle polymers. 

33-48, (canceled). 
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49. (currently amended) A method of treating a mammalian subject to inhibit 
restenosis of a bloodvessel, comprising the step -eft 

identifying a mammalian subject that has been or will be treated for a stenosed 
blood vessel; and 

administering to the mammalian subject at the site of the stenosed blood vessel 
a composition comprising a polynucleotide, said polynucleotide comprising a nucleotide 
sequence that encodes avascular endothelial growth factor C (VEGF-C) polypeptide e«k 
, vasoular endothelial growth factor D (VEGF D) polypeptide , 

wherein the VEGF -C polypeptide comprises an amino; a cid se quence selected 
from the group consisting of: 

fa) the amino acid sequence of SEP ID NO: 2^ 

— flri analogs of (a) in whic h from 1 to 21 ami™ -f^Mc h ave been added. 

deleted, or replaced with other amino aci ds, wherein the 1 analogs bind to and stimulate 

phosphoryl ation of VEGFR-2 or VEGFR-3; and 

(c) fragments of (&S or fbV wherein the fragments bind to and stimulate 

phosphorylation of. VEGFR-2 or VEGPR^ 1 

wherein the polynucleotide includes apromoter sequence operably linked to 
the encoding sequence to promote expression of the polypeptide in cells of the blood vessel, 
and 

wherein expression of the VEGF-C orVEGF - B polypeptide inhibits restenosis 
of said blood vessel. 

50. (previously presented) A method according to claim 49 wherein said 
mammalian subject is human. 

5 1 . (previously presented) A method according to claim 49 wherein the blood 
vessel is a coronary artery, and the administering is performed concurrently with 
percutaneous transluminal coronary angioplasty to treat the stenosed blood vessel. 



52. (previously presented) A method according to claim 49 wherein said 
polynucleotide comprises a nucleotide sequence encoding a mammalian VEGF-C 
polypeptide. 
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53. (previously presented) A method according to claim 49 wherein said 
polynucleotide comprises a nucleotide sequence encoding a human VEGF-C polypeptide. 

54. (previously presented) A method according to claim 53 wherein said 
VEGF-C polypeptide comprises an amino acid sequence comprising a continuous portion of 
SEQ ID NO: 2, said continuous portion having, as its amino terminus, an amino acid selected 
from the group consisting of positions 30-131 of SEQ ID NO: 2, and having, as its carboxyi 
terminus, an amino acid selected from the group consisting of positions 21 1 to 419 of SEQ 
ID NO: 2. 



55. (previously presented) A method according to claim 54 wherein said 
polynucleotide lacks a nucleotide sequence encoding amino acids 22$419 of SEQ ID NO: 2. 

56. (previously presented) A method according to cldm 55 wherein said 
polynucleotide lacks a nucleotide sequence encoding amino acids 32-102 of SEQ ID NO: 2. 

57. (currently amended) A method according to claim 49 wherein said 
polynucleotide further comprises a nucleotide sequence encoding a secretory signal peptide, 
and wherein the sequence encoding the secretory signal peptide is connected in-frame with 
the sequence that encodes the VEGF-C or VEGF D polypeptide. 

58. (currently amended) A method according to claim 57 wherein the 
polynucleotide further comprises apolyadenylation sequence operably connected to the 
sequence that encodes the VEGF-C or VEGF D polypeptide. 



59-62. ^canceled). 
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63. (previously presented) A method according to claim 49 wherein the 
composition comprises a gene therapy vector, said gene therapy vector comprising said 
polynucleotide. 

64. (previously presented) A method according to claim 63 wherein said 
vector comprises a replication-deficient adenovirus, said adenovirus comprising the 
polynucleotide flanked by adenoviral polynucleotide sequences. 

65. (previously presented) A method according to claim 49 wherein the 
composition further comprises a pharmaceutical^ acceptable earner. 



66, (previously presented) A method according to claim 49 wherein said 
administering comprises at least one intravascular injection of said composition at the site of 
the stenosed blood vessel 



67, ' (previously presented) A method according to claim 49 wherein said 
administering comprises a catheter-mediated transfer of said composition to the site of the 
stenosed blood vessel. 



68, (previously presented) A method according to claim 49 wherein said 
catheter-mediated gene transfer comprises introducing a catheter into & coronary artery of the 
mammalian subject, and releasing the composition into the coronary artery. 



69. (previously presented) A method according to claim 49 wherein said 
administering comprises implanting an intravascular Stent in said mammalian subject at the 
Site of the stenosed blood vessel, and wherein the stent is coated or impregnated with the 
composition, 
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70. (cuirently amended) An extravascular collar designed to contact a surface 
of a blood vessel in the course of surgery to treat stenosis of the blood vessel, the collar 
comprising an outer wall shaped to sunound the outer surface of a blood vessel, wherein the 
wall encloses a space containing a composition comprising a polynucleotide that comprises a 
nucleotide sequence encoding a VEGF-C polypeptide or a VEGF D polypeptide, 

wherein the VEGF-C polypeptide comprises an amino acid sequence selected 
from the group consisting of: 

fa) the amino acid sequence of SEP ID NO: 2; 

fb) analogs of faVin whic h from 1 to 21 amino acids have been added. 

deleted, or replaced with other amino a cids, wherein the analogs bind to and stimulate 
Phosphoryl ation of VEGFR-2 or VEGFR-3: and 

fc) fragments of fat or (b \ wherein the fragments bind to and stimulate 

Phosphorylation of VEGFR-2 or VEGFR-3, and 

wherein the polynucleotide further comprises a promoter to promote 
expression of the polypeptide in mammalian cells. 

71. (currently amended) A unit dosage formulation comprising a 
polynucleotide that comprises a promoter for promoting expression otf a polypeptide in 
mammalian cells operably linked to a nucleotide sequence encoding a VEGF-C polypeptide, 
eg-a -VEGF - D polypcptido, packaged in a container, whorcin tho container inc fad e s a label 
containing an indication to mo the formulation to troat restenosis ? 

wherein the VEGF-C polypep tide comprises an amino acid sequence selected 
from the group consisting of: 

(a) the amino acid sequence of SEQ ID NO: 2: 

ft>) analogs of (a) in which from 1 t o 21 amino adrk Vm ye been added. 

deleted, or replaced with other aini no acids, wherein the analogs bind to and stimulates 
Phosphorylation of VEGFR-2 or VEGFR-3; and 

" (t) fragments of f a) orTb l/wherein thefragmentsbmd t o and stimulate 
phosphorylation of VEGFR-2 orVEGFR-3. 
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72, (currently amended) A unit dose formulation according to claim 71 
wherein the [[agent]] polynucleotide is in admixture with a pharmaceutical^ acceptable 
carrier. 



73. (currently amended) A method according to any one of claims 2, 4, 12, 
17, [[21, 35, 45, 47 J] 50, and 53, [[and 59,]] further comprising administering to said subject 
an inhibitor of smooth muscle cell growth or migration. 



74. (previously presented) A device according to any t>ne of claims claim 22, 
26, 27, and 28, wherein the composition further comprises an inhibitor of smooth muscle cell 
growth or migration. 



75. (previously presented) A method according to anyone of claims 1, 2, 10- 
17, 49-51, 57-5$, and 63-69, wherein the VEGF-C polypeptide comprises a continuous 
portion of the amino acid Sequence set forth in SEQ ID NO; 2 sufficient to bind, and 
stimulate phosphorylation of, at least one receptor selected from the g)roup consisting of 
VEGKR-2 and VEGER-3, in cells that express said at least one receptor. 

76. (previously presented) A method according to claim 75, wherein the 
polypeptide comprises amino acids 131-211 of SEQ ID NO; 2. 



77. (previously presented) A method according to claim 75, further 
comprising administering to said subject an inhibitor of smooth musclfe cell growth or 
migration. 
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78. (previously presented) A method according to any one of claims 1, 2, 10- 
17, 49-51, 57-58, and 63-69, wherein fhe polynucleotide comprises anucleotide sequence 
that will hybridize to a polynucleotide that is complementary to the human VEGF cDNA 
sequence specified in SEQ ID NO: 1 under Ihe following exemplary stringent hybridization 
conditions; hybridization at 42°C in 50% forrnamide, 5X SSC, 20 mM Na*P0 4 , pH 6.8; and 
washing in IX SSC at 55°C for 30 minutes; and wherein the nucleotide sequence encodes a 
polypeptide that binds and stimulates at least one receptor selected from the group consisting 
ofhuman VEGFR-2 and VEGFR-3. 



79. (previously presented) A method according to claim 78, further 
comprising atlmmistering to said subject an inhibitor of smooth muscle cell growth or 
migration. 



80. (previously presented) A treatment according to claim 1 8, wherein the 
VEGF-C polypeptide comprises a continuous portion of the amino acid sequence set forth in 
SEQ ID NO: 2 sufficient to bind, and stimulate phosphorylation of, at least one receptor 
selected from the group consisting of VEGFR-2 and VEGFR-3, in cells that express said at 
least one receptor. 



81. (previously presented) A treatment according to claim 80, wherein the 
polypeptide comprises amino acids 131-21 1 of SEQ ID NO: 2. 



82. (previously presented) A treatment according to claim 18, wherein the 
polynucleotide comprises a nucleotide sequence that will hybridize to a polynucleotide that is 
complementary to the human VEGF cDNA sequence specified in SEQ ID NO: 1 under the 
following exemplary stringent hybridization conditions: hybridization at 42°C in 50% 
forrnamide, 5X SSC, 20 mM Na»P0 4 . pH 6.8; and washing in IX SSC at 55°C for 30 
minutes; and wherein the nucleotide sequence encodes a polypeptide that buwls and 
Stimulates at least one receptor selected from the group consisting of human VEGFR-2 and 

VEGFR-3. j 

i 

i 
i 
i 

I 
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83. (previously presented) An improvement according to any one of claims 
22-25, wherein the VEGF-C polynucleotide encodes a VEGF-C polypeptide that comprises a 
continuous portion of the amino acid sequence set forth in SEQ E> NO: 2 sufficient to bind, 
and stimulate phosphorylation of, at least one receptor selected from.the group consisting of 
VEGFR-2 and VEGFR-3, in cells that express said at least one receptor. 



84. (previously presented) An improvement according to claim 83, wherein 
the polypeptide comprises amino acids 131-211 of SEQ ID NO: 2. 



85. (previously presented) An improvement according to any one of claims 
22-25, wherein the VEGF-C polynucleotide comprises a nucleotide spquencu that will 
hybridize to a polynucleotide that is complementary to the human VEGF cDNA sequence 
specified in SEQ ID NO: 1 under the following exemplary stringent hybridization conditions: 
hybridisation at 42°C in 50% formamide, 5X SSC, 20 mM Na-PO* p|h 6.8; and washing in 
IX SSC at 55°C for 30 minutes; and wherein the nucleotide sequence! encodes a polypeptide 
that binds and stimulates at least one receptor selected from.the group! consisting of human 
VEGFR-2 and VEGFR-3 . 



86, (previously presented) A medical device according to any one of claims 
26-28, wherein the VEGF-C polynucleotide encodes a VEGF-C polypeptide that comprises a 
continuous portion of the amino acid sequence set forth in SEQ ID NO: 2 sufficient to bind, 
and stimulate phosphorylation of, at least one receptor selected from the group consisting of 
VEGFR-2 and VEGFR-3, in cells that express said at least one receptor. 



87. (previously presented) A medical device according to claim 86, wherein 
the composition further comprises an inhibitor of smooth muscle cell growth or migration. 

_ _ -88._(previouslypresented) A medical device accortm^to-clwn86rv/liercin" 

the polypeptide comprises amino acids 131-211 of SEQ E> NO: 2. 
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89. (previously presented) A medical device according to any one of claims 
26-28, wherein the VEGF-C polynucleotide comprises a nucleotide sequenc e that will 
hybridize to a polynucleotide that is complementary to the human V^GF cDNA sequence 
Specified in SEQ ID NO: 1 under the following exemplary stringent hybridization conditions: 
hybridization at 42°C in 50% formamide, 5X SSC, 20 mM Na.P0 4 , pH 6.8; and washing in 
IX SSC at 55°C for 30 minutes; and wherein the nucleotide sequent encodes a polypeptide 
that binds and stimulates at least one receptor selected from the grouj> consisting of human 
VEGFR-2 and VEGFR-3. , 



90. (previously presented) A medical device according to claim 89, wherein 
the composition further comprises an inhibitor of smooth muscle cell; growth or migration. 

91. (previously presented) A kit according to claim 29 or 30, wherein the 
VEGF-C polynucleotide encodes a VEGF-C polypeptide that comprises a continuous portion 
of the amino acid sequence set forth in SEQ ID NO: 2 sufficient to bijid, and stimulate 
phosphprylation of, at least one receptor selected from the group consisting of VEGFR-2 and 

i 

VEGFR-3, in cells that express said at least one receptor. 



92. (previously presented) Akit according to claim 91 k wherein the 
polypeptide comprises amino acids 131-21 1 of SEQ ID NO: 2. 



93. (previously presented) A kit according to claim 91, further comprising an 
inhibitor of smooth muscle cell growth or migration. 
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94. (previously presented) A kit according toclaim 29 or 30, wherein the 
VEGF-C polynucleotide comprises a nucleotide sequence that will hybridize to a 
polynucleotide that is complementary to the human VEGF cDNA sequence specified in SfiQ 
ID NO: 1 under the following exemplary stringent hybridization conations: hybridization at 
42°C in 50% formamide, 5X SSC, 20 mM Na«P0 4) pH 6.8; and wasjring in IX SSC at 55°C 
for 30 minutes; and wherein the nucleotide sequence encodes a polypeptide that binds and 
stimulates at least one receptor selected from the group consisting of human VEGFR-2 and 
VEGFR-3. 

95. (previously presented) An.extravascular collar according to claim 70, 
wherein the polynucleotide .encodes a VEGF-C polypeptide that comprises a continuous 
portion of the amino acid sequence set forth in SEQ ID NO: 2 sufficient to bind, and 
stimulate phosphorylation of, at least one receptor selected from the group consisting of 
VEGFR-2 and VEGFR-3, in cells that express said at least one receptor. 

i 

96. (previously presented) An extravascular collar according to claim 95, 
wherein the polypeptide comprises amino acids 1 3 1-21 1 of SEQ ID NO: 2. 

97. (previously presented) An extravascular collar according to claim 70, 
wherein the polynucleotide comprises a nucleotide sequence that willihybridize to a 
polynucleotide that is complementary to the human VEGF cDNA sequence specified in SEQ 
ID NO; 1 underthe following exemplary stringent hybridization conations: hybridization at 
42»C in 50% formamide, 5X SSC, 20 mM Na*P0 4 , pH 6.8; and washing in 1 X SSC at 55 d C 
for 30 minutes; and wherein the nucleotide sequence encodes a polypeptide that binds and 
stimulates at least one receptor selected from the group consisting of human VEGFR-2 and 
VEGFR-3. ; 
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98. (previously presented) A unit dosage fonnulatioii according to claim 71 , 
wherein the nucleotide sequence encodes a VEGF-C polypeptide thalt comprises a continuous 
portion of the amino acid sequence set forth in SEQ ID NO: 2 sufficient to bind, and 
stimulate phosphorylation of, at least one receptor selected from the group consisting of 
VEGFR-2 and VEGFR-3, in cells that express said at least one recepitor. 

99. (currently amended) A unit dosage formulation according to claim [[97]] 
71, wherein the polypeptide comprises amino acids 131-21 1 of SEQ SlD NO: 2. 

-I 

100. (previously presented) A unit dosage fotmulatioii according to claim 71, 
wherein the nucleotide sequence hybridizes to a polynucleotide that complementary to the 
human VEGF cDNA sequence specified in SEQ ID NO: 1 under the following exemplary 
stringent hybridization conditions: hybridization at 42°C in 50% fbrtaamidc, 5X SSC, 20 
mM Na»P0 4 , pH 6>8; and washing in IX SSC at 55°C for 30 minutes; and wherein the 
nucleotide sequence encodes apolypeptide that binds and stimulates at least one receptor 
selected'.from the group consisting of human VEGFR-2 and VEGFR-3. 



I 
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